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- e 19 Amethodoftreatmgorreducmgdamagetom skm,wbemmthedamagexsassoaazedwnhareduamnor -

- L < ‘ loss ofskm barrier functm, ‘which compnsw‘addmg an effective. amomn of a mmretoacosmeucally or Co-n

- . i pharmacammlly aooeptable vehxclewh«em saxdmndmecompnses cholestérol sulfate or salts thereof in an ’; s
- amountfmmabomOOSmabGnSOOpemem,andabomol“toabomlOOperoamofanammosugarselected -

« . -
T T from the group cansxstmg of N-aoetyl -D-glucosamiine, Nacetylgalamnme, and a omnbmana;-themof by -
- walgbtofthecomposmcm,andapplymgsaxdvehxclecoutammgsmdmnmmtoﬂ)eskm To- - o

. R l_’leaseganeelclnimﬁ. ST - oM LT o -
I - The Exammer mjm Claims 1 to.12, and 16 to 20 under section §112 =second pamgraph for -

mdeﬁmteness In particular, Claim 1 is rejected bemusethe phrase “effective amount” is unclear; and Clalms b
- 16 and l9arerejected bemusethephrase andapp!ymgsazdnuxtmetodzeskmnsmclear andﬁnally Ciaim -
" .- 18 is rejected for lack of antecedent basis.. Clannlhasbemamendedtoclanfythemnmgof “effective -
) amount.” Claim 18hasbemammdedtoremovethetypogr§phlcal error, andantecedanbas:snsnotpresmt- oL
- With respect to Claim 16, Applicants are nat siife where the source of confusion lies. The Examing notes that
rtlsnotclearwhatmvmxrexsapphedtoﬂxeskm ﬂ:ennnureofdxolestem!sul&teandmmomgar or the
mnmneoftheeholmterolsulﬁheandammosugmwnhavehmle Hawever in claims 16 and 19 the “mixtire” :
-z C lsaddeddlrect]ywavehxcleforapphemontoﬂmahn Regard]&ssofwhetherﬁ:enumnmxsappheduwﬂle“ ™
T skmwxﬂxorthhoutthevelucle the term “‘mixture” nsqmteclearmﬁusclaunasbemgthenuxmmofthe' ; -
T _ chiolesterol sulphate andthe amino sugar, andthcnuxmre wnhorwnhomtheveincle, is apphedtotheskm in " '

_ . bothcases. However, to add Sfurther clarification to the clalm,-Apphm aniend the claim to mdn:ate that both ~° -
. T ﬂxelmxwreandthevelncleareapphedtotheshn - < - T ) T - :’“‘.'
_ "The Exammer rejects Clanns 1, 37 and 11 under 35 US C. 'lOZ(b) as bemg mncqxated~by Ribier et -_ -
- S U S. Patent No. 5 925 364 (“the-5364 reference’ ). -The ‘364 refermoe discloses an emulsion. .composition -

ﬂ:athasalmnellarhqmdc:ystalooatmg 'I‘hectzmposxtmuasdte:ss:nbedmt!mcknmscmxmclv.rdemateenalswL —
such as alkali. metal salts of cholastsryl snlphate as the inic amph:hc lipid as oune of the Iayers coating an = .
.amve Furﬂ:er the omlposman can commn as a f:my substance a keratolytuc agent. One of the ﬁxany~ g

- o keratolyhc agents listed is mtmol and sahcyhc acid which the Exammer notes that thiese matenals are lmoWn _ - -
.- - o
-  .exfoliants. Therefore, aooordmg to the Examiner, the ‘364 refermce has’ disclosed the. pr&sem mventlon -
“.r* " because the Examiner mamtams that layered ‘coatings such as the ‘one described in’ the 364 reference -

~ constitute a mixture as descnbedmm the present invention based on the.,gxanpner s broad approach t!a.th? tem’ -

- -
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““mixture.” However, Apphcamsassextthatﬂleswpeofthetennzstobemterpretedmv:ewofhowmeof-f.,.

ordmaryskdlmthea:twculdnnkesud:anmterpremhom Apphcamsﬁxxﬂlerassendlatthe!‘.xmnmerhas o
e fadedtndenmstratewhyoronwhatbasxsmeofordmaryshllmtheanwmﬂdmkeanymterpram:mother T

- dzan‘ﬂxemrmsotdmarynwanmg,andltstpphmrsposmontbatone"éfordmaryskﬂlmmeattwould -
mxpmmetermmmuewbecmmstmwnhmemeofﬂxewrmmthepmmtspemﬁmm Fma.lly even if
tﬁemterpmnonofoneofordmrysluﬂmtheartwemtobemoonsnstwtwnhtheuseofthetznnmthe
present mvention, Appheantsassertﬂ)attheclamsofthepmsmtmvenum mdthetemnsusedmeremaretobe

. read in light of the specification. Markman v. WesMew"InsImments I, "52°F. 3d 967,979, 34 USPQZd
1321, 1329 (Fed Cir. 1995)en banc), aff'd, 517US 370, 38 USPQ2d 1461 (1996) In re.Paulsen 30F. 3d
1475,.1480, 31 USPQ2d 1671, 1674 (Fed. Cir. 1994) Therefore the onimary meanmg of theterm rmxmre

- . shouldbeapphedandassudx oneofordmaxyslnllmtheanwou!dﬁndthennxmm of the present iiivantion

d:stmgmshable over compos:hcns contammg components separated by enwpsulatwn or vesicles as dnsclosed -
in the cited prior, axt . i = .

[N]

e -
E . - -
- - -
o

- TbeExammerre}ectsClannslto9mdl3tol9mder35USC 103asbemgtmpatmtableover

b_,Rﬂneretal,US Patent No. 5,650,166 (“the- 165 referenoe') The 166 mfemmt&d)esamolsmnmg
composition which comprises two separate an&"dlsunct dlspersmns, namefy a first and-a second diSpersion of -
lipid vwclw The first lipid vesicle penetrates, aocordmgtothe 166 reference, mnomedeep layers of the skin
~'; andccntamsatleastoneamve This action is, hkednetwodx&pemcns&enwelves,sepamﬁ'omtheam of
the other-dispersion, and thersfore, is not a disilosure of the mixture of the pesent inventica whsfe the two _ -
components act together. Thus, as previcusly discussed, the 166 referénce fails to teach or siigizest a-Mixture- ~

b

. Ofdiolmmlsulphmeandanexfohant of the present i invention, and therefore, the lGSmfemcealsorﬁdsto

Esuggast-ﬂw presmt—mva'tnon There is no teadung, suggmbcn or motrvatmn m the art or the
lmowledgeofoneofo:dmaryslnllmﬁxearttosupporttheassemonﬂmtmmmgconmommsmbroadly

- equxvalmt to or mcludes encapsulating ocmpcnms or any other ordered ar!mgemem of-separately acung
- componems In the present acuon, the Exammer adds a broad mterpremtlcm of the term “add” t6 mean any ”

-- vanetyofnwungsteps Agam,themnsnobasnsforsuchaﬁroadmdmgofﬂletem Ifsuchabroad.._"

-meaning, apphed to these or any ther. term vocabulary woula be a limited subject as there would be foneed
forcﬂlerspecxﬁ(:wordstodescnbemthecaseofthegedpnoranprooessmgstq:sxﬁrmcapsulatmn or
- creation of two dlspersnms of vesicles. The “166, reforence sugg&ds separately actmg dlspersxms of"hpld

-
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e = " . ‘Theolammofﬂmpmentmvmmhavebea:prevxouslymnmdedsudxdxatthemmtumofdmlwtml N

_ ~sulfate and exfoham, N-acetyl glucosamine is added directly to-a, phannnceuncal or’cosmehcally accqmble I
_ - vehicle. This is also not taught or suggested- by the “166 reforence which cnly‘dtscloses & tise of these ™~ .

- ‘,mgmdlentstofonnhpxdv&swles whmmednscraelayemamﬁormedandmemgmmamphysmﬂy ; .
- sepaxated by being présent in d:ﬂ'exmtlawrs There is no mixing of these mgmdimts, and the v&mcles, not tha - ~

e

-~ mgtedmtsﬂlmnselves,areoontamedmamadmmastaughtatoolumns Im532to35—1‘hlsxsospeclally -
- -for N-acetylglucosamine (NADG) as the ‘166 referentce teaches that the NADG is“encapsulated within the -

- lipid vesicle. Therefore, evmdloughasﬂleﬁxammerpomsomdwmclemaddedtoaphase bemusethe ‘:"' .
'NADG-is inside the wesicle] it is not possrble for NADG, per-se, to be added dmd.lytothe velncle 'Ihe
- \NADGSIxyssepamedﬁ'mndleveluclebyvnmeofthemcapsulanm Lo .- 5

- - - -
. -

. memachmgsame 166mﬁammmmumy.mmepmmmbecausewnhﬂmmnumof~'

. - NADGandcholesterolsulfatetheretsnosq)amnmbetwemthetwooomponermorthevehlcle The NADG oo
mt!mpresanmvwmmlsdxmcdyaddedtomevdncleasapart ofthemnmlre'mﬂlcholsbarol sulﬁite Thus, . -
sincé*the ‘166 reference fails to teach an NADGaddeddlrecﬂytothevehlcle,therelsnoteadmgor A
mggestmnofthemumnreofcholestemlsulfateandanNADGaddedtothevehlclebythe 166 reference. ~This ~
demoristrates, therefore also, that the * 166 reference, alone or in combmatlm with. Subblah, U.S™Patent No. "™

6,150,381 (“Hle 381 reference") and Ichinose et al,, U.S. Patent No. 3, ,702, 691 (“the 691 reﬁemce) fails to

> rmderthepresemelams,asammtbd,obwous Neither the ‘381 reference for the ‘691 refornce remsdiesthe . ° -
. defict-of tho *166 refereice in failing to teach or suggest cither the mixturo of the amio sugar ard the .
- drolesterolsulﬁtearthedimctaddlhmcfthemetothevduclebythelrteadmgofsc!areohdeand‘\vhne oo
- bnmheumaetmacomposmm - o - =T e S

- el - -
- - - . - v . -
-7 . - - - - - . - _ -

- - Fmally,evenlf;apnmafaae case could be made, ttwoxﬂdbe‘rebuttet}’bydlesurpnsmgresultsofthe T
“present inventian. Asnotedmﬂxepmmtspemﬁcahmatpage4 lines 110712, it is-tnexpected To find that = -~ -
, twoopposmgcmnponems.wouldnotmnceleachothcrmxtwhmcombmedandaddedasanumnetoa =
- composmou The Examiner mponds ﬂ)at there are many y ingredients in Example 1 of the present mvenuon ) ‘__
- - Ap_plmnts have explamed;mat most ofthese mgredmts are part of the vehxcle and the remammg 8as a whole > .
- - are not central to the mvmtxon. The présent invention centers ammd two ingredients, ‘the dmo!steronulfate -
’ and the amino sugar, that a!thfmgh they have opposing actnwtxes when added. as.a"mixtuire to a pharmacetmml»
- or cosmetic velncle thelr activity occurs in tandem, and can xmprove or maimtain a hwlthy skin barrier. What e

. s surprising is that their activity behaves in this manner without keeping them physm[ly separate as dxsclosed R
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- ) m the’(nted prior . art by sq>arate*dzspersxms of vancles or by encapsulaum Tlns*ns .2 Surprising _and s e T
. .. lme:qaectedﬁndmgthatlsnataughtorsu@estedbyﬂmcnedmﬁzmm almeorcombmsd - "; T~ ’ “.
. ; ) -;’ (" : :J‘ " - . - L. - = l - . - f: - ; :" - L - R

S e Because none ofthe clted.refe:mces alone nor in combmatxon ‘would lead ori® of-ordmary skiil-in the’ el

- a:ttoﬂxocomposmms andmetho&oftbeprmn mvmnm,aprima,facxe case ofobvxoumesshasnotbeen - B

- -established. Applmnts request therefore, that the Exammersre}ecucmmder'§103 bewuthdrawn S T
.= S - - CONCLUSION St T LT e

- : hwewoftheargtmmts‘pmsanedabowmﬂlepmansubmsssxmthechmsmbehevedtobem R

R _ condition forallowanoe andlsmanoeofaNouceofAllowancelsmectﬁ.\lly solmned. o T -
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_ . or loss of skin barrier functlon which compnses adding an effective amount of a mixture to a cosmencally o

i thereof by wei ight of the composmon and applymg said vehicle containing said mixture to the skin=
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T e T " MARKED AMENDMENTS : - .~ . "o « &

- ' Please amend the-claims as follows'in their marked form. - L.
" : w . N "\. _ <o, -

. - i . . - - e - . - - <

o ) - .= N B . (

1. A~ compoaltlon for top1cal apphcatlon to -the slcm compnsmg “a mixtue of [effectwe amounts Oﬂr

- --cholesterol sulfate or salts thereof Qresent in an amourit between 0.05 to about 5.00 percent and an exfohant -

-present in an amount between 0.1 -to_about_ 107 O'Dercent added to"a- cosmetlcally or pharmaceunca]ly -7

-~ -

. -acceptable vehicle. ~ -

- R ~
X . - - R
- & - - « =
- - - - -
- - -

16. A method for i 1mprov1ng or mamtammg a healthy“skin bamer whxch comprises adding an effectlvc
. arnount of a mixture to a cosmetlcal]y-or pharmaceutically acceptable vehicle wherem smd mixfure _-j -

comprlses cholesterol sulfate or salts thereof in ari amount from about O 05 to about '5.00 percent by wclght

-of the composmon and from-about 0.1 to 10.0" percent by wexght of an amino sugar selected from rhe group

-_consisting of N-acetyl D-glucosamme N—acetylgalactosarrunc and a combmatlon thereof, and applying said

- o AT -

- vehicle contammg §§1d mixture to the skm - - - -

- . - - -~ . -
- - - -

- -~ -

[N

18. The method of claim [ in wmch the composmon compnses about 005[4] to about 1.00° percent

cholesterol sulfate.  * ', f.‘ _ . : “’j - L < -

19, A method of treatmg or rcducmg damage to the skm whercm the damage 1s assoc1at6d with a rcductwn

or pharmaceutlcally acceptable vehicle wherein said mixture comprises_s ‘cholesterol sulfate or salts thereofin -

an amount from about 0.05-t0 about 5. 00 percent, and about 0.1 Lo about"lO 0 percent of an amino-sugar - ~

selected from the group cons1stmg of N-acetyl D-glucosanune N- acetylgalactosammc and & combmanon -

- - . .
-— - —
- ) - —

. . - - [
- Pleasc cancel claim 2. __ .- - . -~
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